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^t*> iv^2 - e 7;vt-x;H ; (8) «&$*ltv>-c& J:v*c 2 - e 7;v*_;H ; 
(9) ^nyvi^ KKn^i, 7?7i, y7/i, ^n^vflsStrc 

v.tU^Ci - e 7;v^;v^ - e 7JV^r^-7?/i, Ce - i 

4 TV _;v^ ^7-Xtt^-Ce - 1 4 7'J-iV-757i> C 3 - 8 y*n7*** 
i Ci-e 7^^yl, Ci - e 7^*^**. Ci - e Tfr**W7 1 
Ci - e 7;v^;vx;v*-;vS. x7fM^tL^TUv^;v^y^ 
Ie^; V ^ ft*^^f;H, ^7-X(±y-Ci - e t***-**"*^ )vm. * 
y-Xiiv-Ce- 1 4 TV -;v-#;w^-f x;v7 7^^H> ^ey-XJiy- 
Ci - 6 7)^^-7^77^^ jvM^7-Xliy-C6 - 1 4 7V-iV-7;v77 

1 &v*L3 4i^e«7rW&£tLTV*Tk iv^Ce - 1 4 7U-* 
(10) ^uy>Wi^ tKD^ryl, 7 5 71, y7/*, ^n?*y>ft£ 

IWT^iv^Ci - e 7;v^;vl ^;-XBy-Ci - e 7;V^iV-757l, Ce 
_ 1 4 T ij_;vL -=&y-Xt±v-Ce - 1 4 7'J-^"757I> C 3 - 8 yynTJV 

^ ;v ^ c ! _ e 7;v3*yi, c i - e t c i - e 7;v^;^^7^ 
;v * ci - e 7;v^^^^*-^*. xxfMb?^v^Uv^;v*^y^ * 
;w4^ ; vS, M#;w^;v2k ^y-Xiiv-Ci - e 7;v^v-^w^ ;v3§ 
^ ^y_X(iv-Ce - i 4 7^ -;v-*;w^^;vi, ^^7r*^i, *;-Xi± 
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-;v^-^rv»; (11) /Ma^vJK^ tFn + ->i, 7?^*^ -^^ y7;S ^ C 

nywt$*tTv>tUvCi - e 7;v^;vft, ^;-xiiv-Ci - e t;v^-t^ 
y* c 6 - i 4 ^ey-Xiiv-Ce -uT'J -;v-7^y»> Cs - 8 

^i 7J H^ Ci - 6 7;v3^f->*. Ci - 6 r;v^;vf-^^ Ci - e r;v^ 
^^7^-^ ci - e 7;v*;v*^*-;vft, x7fMt?wv^u^^^ 
, >;v ^ # ; w^;vft, *y-Xtts>-Ci - 6 r 

^^yft, ty-XH^-Ce - i 4 ^^77*^^ 
^■y -Xtiv^-C i - 6 TM)l'-^^7T ; E'ffl'*XV ; E>' -Xliv-Ce - 1 4 T V 

-^-^fl/7rt^^**«>itf«i^^3fflo stus-earn £ nx x i> x v> c 7 

- i 6 75;V^Wvi; (12) ^n^vat^, tKn^/I, T^S, - h nft 
->r yft ^nywtS^-ciiv^Ci - e 7;v^vft N ty-Xttv-Ci - 6 T 
;v^;v-V^L C.-n ^-XttV-Ce - i 4 TV Z*Z 7 1' 

ft C3-8 ^n7J^^S> Ci - e r;v3dri/^ Ci - e 7;v*;v^«> Ci 

; V * ;v _#,w^;vft. *y-x»i^-Ce - i 4 7U-;v-*;w^^vS 
T ^;Vft, €7-3lli^-Ci - e 7)K^-^V77^^W^-X«y-C 
6 _ ! 4 7 ij_ J v-^]V7 7 ; e^H*?'Ii^ i *v>L3l©<7)«m*-e«^^ttTv> 

(ff*b<tt7U^ try**, e9 r ; ^;/rf y ^ 

t^tyijjy) ; (13) ^-X!iy-Ci-6 7^JV-7?/I; (14) 

v-Ce - i 4 7'J-;V-7^i; (15) *y-X»i^-C7 - i 6 77MJV-7? 

y*. (16) N-Ci - 6 7;KiHN-C6 - i 4 7'J-JV-7?;l; (17) N-C 

x _ J t;v^v-n-c 7 - i e 77M^-7?;i; (is) c 3 - 8 ! ^n7Mj 
ft; (i9)l^ittv>TU^Ci-6 7;v^y»; (20) c i - e r;^^« 

• (21) Cl -e7W^7^;H; (22) Ci - 6 Tfr*****-** . (23 

)'i^f^S*ttv^U^*m'>^; (24) ajw^-r/p*; (25) -?-^;v 
,^,vft; (26) t;-By-Ci- 6 7)W-*^jv|; (27) 
}±v-C 6 - i 4 7'J-;v-*^^f;vi; (28) *y-Xttv- 5 4v^t7ll*fe 

-#;w^>ovft; (29) ^V77^^i; (so) *y-XJ±*-Ci - e r***- 

x;V7 7€^V*; (3D x 4 T'J-^-^7r^^* 

_ 8 y 7 n 7 jV^JViJ , TCe - i 4 7'J-^ftJ , TC7 - i e 7 7;^JVSJ > _T 
;v*;v^vftj > Pfc3&3*^*£J > rce - i 4 7'J-^ftSJ &£7J* TC 7 - i 

) «m$tL-cv^-c^«J:v^Ci - e r;v*;vft; (2) tt^WTUv^C 2 - 6 7;v 
^- ; vft- (3) t^^tU^c 2 - e r;v*-;vft; (4) fix^x J; 
^C3- 8 y^7^n; (5) tt§iiwu^C6-i4 7 , )-)vi; (6) 
t*$tLO^U^Ci-6 7;v^yi; (7) t^wtu^y^; (8 
) tt$^v^uv«i (#4L<ii7y>K eyy^ ^-;k ^^'^ 

f7 yi; ; i/ ^^v* 1 ; ;v) ; (9) ^;v7 7*^^S; (10) -^y -Xtev-c 1 - 
e 7jv^v-x;V77^^H; (ID ^y-Xtiv-Ce - i 4 rv-^-^r* 

y ;vft£ iifcii2 i©tiMt§ fix ^x uv^7^ ft^w & 
*t a * /' r« $ittv^Uv>7 5 7*J 2 $ 7 5 y ft-e 

*,A»^il^?>05*ife*tt- Kft^tW^^- ^t«l«t*f)tUTV^ 
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^-v: 12/ 



[0 0 7 2] 

— COR —CO — OR 8 -> -S0 2 R 8 -SOR 8 , -P0 (OR 8 ) (OR») 
-CO-NR 8 a R 9 a W-CS-NR 8 a R 9 a R 8 is <£ R W\ R- 

v>tt****^U R 8 a *5J:tFR 9 a t±, ra-*)tt±**o-C. 7X«^. e^^tLT 

v> 1 1 j: *«±t * x^mmm^^-r^ r 8 a ££^R 

[0 0 7 3] 

& 1 L 2 i^Afn^mbtv^ <g> i 5 L 7 MO^IflW^f & 

^*'JV, f-^^v* 1 ; >> f77'Jy>> *^' jy 

[0 0 7 4] 

Ce - i 4 TV-JVi, C7-16 T9;v^;v*5&^^lf bti&o 

#;w<r^;v*. Ci - e r;v^;v-*;v^-;v» (#ij : ^^^^K 

yn#*~>*/n)?-/K tert-7* > > Cs - 8 v^ 7 

) Ce - i 4 T'J-^-A^-^S (W:^^ ^ i-t7M;K 2-t7b 
>fV) C 7 - i 6 7 7;^iV-^H-JVS (« : 7x-JV7^fJK 2-7 x.-*'"? 
n;V ^;V) Ce - i 4 7'J-^*'>-*^#-JHf (0» : 7 /l/stf.- 

;v ^ 7 ^jm-*'># , C? - i 6 77;^JVt^y-^v*-JVS (« : ^ 

^;v#;W<?-ff ^y-Xiiv-Ce - i 4 TV-*-**"*^' 1 '*^ C a - s_ -> 

^7J>3f^-*JW^^vS (1511 : v^n7°ne;v#;w^-f ;v) , C? - i e_77JV 
^jv-ufrs^A n<m m : ^>v;v#;w^-nv) , Ci - e 7;v^;vx;v*_;v^ 
c 6 - i 4 7ij-jv^;v*-;v^ itrtt«m«-#^-^3l (fll : tfnu^;v*jv 
e^'jy^*^*-^) s Ci - e tjv^;v^;v7 Ce - i 4 rv- 
;vx;vV-f >w^E>r ,x;v:7t^^^ ^7-Xl±y-Ci - e T 

- i 4 7V-;V-^^77^f^ ^& 

y-3Uiv-C7- i e 7?w-^A'77*'f** (M^yy>^)V7rt^v) 

[0 0 7 6] 

^H^ia^r^co rft&$*L-cv>-c <£v*c i - 4 7;^^>iJ t*»t* rci - 4 r;v 
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^-v?: 13/ 



C 6 - i 4 7tj-;i/-7?;i, -Xttv-C? - i 6 77^-75/*, - h 
->7;i, Ci - e 7;V3^yI, Ci - e T^*^*^ £**Sfe*f hMo 
[0 0 7 7] 

^HjllB*^ |~fi$l£tLTV^T & & v ^ c i - 3 T^W&J TCI - 3 T;V 

^V>IJ tLtli, HufB TCi - 4 7;^V>*J lt*»#l&v>L3©^ 

**^^e>*L*o »ci - s T)\<*i<'ym±, mm^m^im^, i^L3m<omm^ 

T ft jj* L tz *> O ^ I f <b *L * o 
[ 0 0 7 8] 

^©^5 (I) X~mt>~£ti2>ft&M (&T\ -fk^fe (I) fcMfri" 

^ (I) +(D R 2 ii^n^yJF^ g&Sti/cv^-c £ X v*£Hfcfc3fak S$l£tL-cv> c 

' ^ (i) &t/R 3 i±ra— (r 1 wr 3 &$n'&mm^-<DWi&*®i<) tfci* 
(i) *or 4 isitFR 5 i±ra— s -c. -e-tt-rttTK^M^-^ ^ur>m^- 

t L< (i7X*M^-t tz&s^ur o , _ 

* (i) «f>©Eii^, sm$tL-cv>-r iv>c i - 4 r;v^rv>*, -w -o- 

W 2 _^ _ w i _s-W 2 -tfzlt-W 1 — N (R 6 )-w 2 - (W 1 &XZ/W 2 

Milf^t, ^tL-rtLM^¥S^ii«m$tLTV^-C iV^C 1 - 3 7iV^V>^> R 
[0 0 7 9] 

5£ (I) t^oms 1 (i^n^>M^ tft^itt^t^ iv>Rjb7X«> tt^^^ 

Fn^vl^:(iCi - e 7;V3dryS^f 0 fc*-efc. tFnJfySfffJL^ 
[0 0 8 0] 

R 2 3 s (1) /m^^M^ 

(2) ^n^^JR^ItSIStL-CV^Tt iv^C e - i 4 T U - ^ * yS«? *L"C 

(3) ti Fn^vi, 

(4) (a) /M3**>ftS*LTV»-C<> £V>C i - e T^^r^^Sm^tLTV^r^) iV\ 

mmw^^^mm^, mizmtttmrnK** ix«2i, i&v>l4ih 

0 SC£njK^**tr5&v>L7jltt*3lt* (S?*L<i±> e U S»K f-TVU^) , (b 
) C3-8'>^7JV«) , (c) tFn^fvi, (d) ^n^^^-C^i 

v>ci - e 7;v3^vi, (e) 7?^i^^(f) ^y-Xii^-Ci - e r;v^v 
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^-v: 14/ 



(6) C7 - i 6 T^^^t+yi; _ , 

R 1 &lfR 3 ^IH- (R 1 WR 3 ^*^7K«M^<75^^P^<) 4)tt±**oT, **l 
E ^M^^ i 

SPs'i tf ? Ci - e 7JV^^yS^$f)i:tLWfe J; v^^-tf ; fro 

o 

gE * -^wvau ?^-yWt* y>=n& 

o 

[ 0 0 8 2] 

^^t±7V*u^Js^ #y^Ai&«) . Tfr*v±m&mm. w 

• ^Vy^Al, V^r/^A^ m>*A3») TVt-fAttf*", 2 

^ it&®n\'m&&mm&*^irz>%&K^ m^mrn. m&mm, mm, mm. 

U>ff«i«^t;^W> -7^;vm, 7v;H, M> "7W> 

mzz&Kj&KjLMt&m (i) ^m-fMti=r#. 1-a mtg, « 

(I) ^SE^-rs^««rv^ 0 

<blt; 8 (I) ©7nK?y^fcim (I) ©7 5 7^7vML 7;v*;v 

ft$^ttV>»ft£*Lfcft'£tt (I) ©75yi^x^ty^Hb, 

T?~;Wfc ^yf;v7 5^^^-ML ( 5 2 -**v- l , 3-s>** 

*fr7i/;Wt> 7^^ML u (WxJ^ I 

r^TRM^V-fe^Mb, ^$HM^ ^n;V^ft, tT/tn>fMk, 
' 7vyMt% y^ f ;at 5 7 ^ f JV*"Mh$^;^if ) Mb 

*i (I) c5*^^^TMfcSfcH75 Mb^tt/^b^t; K&m ( 

I) «*;v^y*^Ci - e 7^)i/x7fMt, 7x^vx^)H 
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Mfrgrt/ (I) (DiJfrtf x-^fr, tert-^f-^^^coC i - e T^^r^ 

t ^°fb4» (i) <^ n K5 9^ j£;n#mi 9 9 o^tij m7m 
^^tt 1 6 3**<b 1 9 8 jckb***ltv^ x n *!&mikft-ctt&m ( i ) 

[0 0 8 6 ] 

(I) tt, £IT?)^ 1 - 4 C^SCi *)Stt J - wt^ 

° E^E 1 (E 1 i±^#. «$I£*LTV>T& iV^Ci - 4 T;V*V>», -W 1 ^ -N( 
r6) _ (w i ^j;tKR 6 «|Bt|W|«^^) tfctt-O-SrTP-f) (I) 

(t^c da' ) da) x*m.t>ztiz>ik&m (znrtiit&m da' ) , it&m da 
) turn ) a, fjx-i^ToRjs^i-e^^tL^^fef fc(±itL^i:^^^o-t 

10 0 8 7] 



HO 




(III) 



COR' 



^-fJ^^COR' 



(II) 



(IV) 



(V-1) 



R 



R 1 

A 



— NHR 



tL<l± 




(V-2) 



OH 



(V-3) 




COR' 




Y^^COOH 

R 5 



da') 



(la) 



u*z/k*. l ' M«^« (f!ix.t^ n^A, ^ 
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: 16/ 



M-yfi****-***^ 3-9Z>A»*-»***s. h^nn^y^*-^ 

* 0 (i°i) 9 ° 1 (in) (v-D , (v-2) (v-3) ■e^fc^tt&fls-a-W OHK, tt^ 

* (II) " (III) (V-l) > (V-2) isZV (V-3) t^t-t) IttftEL&t Lttiiaf 

i°™ 9 iL+,^4i (iv) tm-t) tt. Ib^J (ID Mh^iJ (ni 



^ (iv) -c^fcstL&fl;^ (iv) ft^ 

(i) L^tKn^viOi^ tt^tJ (IV) ^ (ID (HI) t*7b 

K££ (W*** (Synthesis) , 1981^ 1-2 71) W^C^IM 
Khft^„iE£tli, (ID (HI) 7vy*ivr/ty 

7vy-^v#ytyM77°nli;K 1, 1* -(TVy^v^^v^'Jy^ 
H^7Vv*^«^- Fii3j;0'>V7x-^7O, h y 

[0 0 9 2] 

;v y7x^x-fiKfh7tFn7rA 1, 1. 
ykr/^^x-riVi I ^>-t?>> h;v^>^fW^«^t7jc^« ; ->*n^**J- 
^^^>^if(Di^DMt7jc«; N, N-'^W^75K, N, N-v^f-;V 

^no*^ rn^mm. 1. 2-^nnx^4^o^^W» j T-fe 
[0 0 9 3 ] 

0-^5 2 0 0°C. jjt L< f±i&0~8jl 0 Ot^So 
(HI) co«/l*5±^ (ID l^WlttU »1~*&5*>K ff^t(B 

(II) l^CWU 5 §flL<tiHl^2^v^5o 

( i* i )° l £k***>*^ (IV) li. ft^W (ID 
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17/ 



y> N N-y^W-r/, N-^^^'jy-A N-^fiV^'jy^ N- 

s v ft if©* 3»rr/«; *sttt* h v * * * u * a ft 

*Tv*A tert-^h*vK> *'J^A tert-^h^->Kftt^«^lftV^L6 0T;v 

* v #M r;v3 * */ Kft tf^if o 

^^ttaECTftttftiMltSrfflv^-Cfi 1 S * 5 **** LXliK 

;V y 7 x^x-rJKff7tKn7rA 1, 4-v**^>, 1. 2 " Vp{ !:J 

~> k * > ft if © j. - t ; ^ > * > > > * > * if ©^ mmmkfcmm ; ^> * a ^ * -9- 

th75 K AWf;v^*'j7n i J7U^^7?K«;^^n^A * 
nn^^A! ism 1. 2-^nnx^4^ny>^ftitfj;T*> 
- HJ ;v ?u t?*- y y ;vft if©- b V ;v« ; liflM f-JK »^^> 
i?ox^V*« ; Kft K* » if©»***v^i£ 

tt^co^vMftifW* 

0~^J1 5 0°C. #2 L< i±**J-2 0-^10 0°C-C-$)^o 

4tlV(lJ) 14, (IV) <fc*W CV-1) ^ L <^t^ (V ; 2 2J^ < il^ 

(V-3) (#lc&5£Lftv>E&>K itKb&tt^ (V) fc 

Aft *©**ftT** y ; «*tf**<by 

V^A *Si^hV9A, Tfcm'fb^V^AftifOTfcm^T^^V^mjTKm^V^^^ 

* a. ^m<b^;^>^Aftifco7xm^r;v* u±*« ; sm-r > v^a *tm#y *a 

ft ¥<DMMT ;v *';**;«*. * b'J^, * V * a ft 

T ;v » V ^JK ; M * if* b V * A > b * * b\ * b U * A f > * * ^+ > ^ ^tert - 

^ h ^~> K^fIl'3:V>L6«7;v*'JM7;V3^y b ; fllxtf b y ^*;vt- ✓ 

nVv>, N-^f-^^U^ 1, 5->7^v^ [4.3.0] - 5--/^, 
1 4 -y'7fey^ [2.2.2] 1. 8-v7^Hv*n [5.4.0] - 

7 * > > ft if 0#«tt»R n-^V'Jf^, ^sec- ~7^;V 

U^^A, tert-^;V'Jf-^Aftif<7)«V^^AS; ijf^^V7n^7s > 

^ 9 (IV) (V) ^K&±R0:^tt^»^w!n^ 

^ Q ioJ:^ft#«EfcLTttRJiS#»tf-r*RO«rJc»«*t*v^ 

y_ ;v ^ n ^V-;V, ^^n^V-iK y^J-)V, tevt-7 ? J ~ 
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^-v: 18/ 



*uu*?>, ^on*M, mUitmrn. h y ^nnxf v^©/M3^>TOb** 
KS ( . ^ ;l/ ^ 9 v • ^ ^ ^ ;v * * * ;v r 5 K ; *fc i?*>*** * ^ i tt <b 

iJxf;v*X7r/)^7y7A(0), h V * ( 5> ^ y V V 7* > T -fe h > ) V? < 7 V ' * A - 2 
2 '_^(y7x-M77^)-l, 1' -lf7--7f-;^, »^°9^-7A(Il)^ 1 

y*-/KlI) ( f 'J 7 xx JV*7, 7 » x T-JKII) ^ « ^ C 

Mdvu^^i^ufio. oooooi~5^k^l<i^o. 0 0 0 ,i7i 
^^W^Mfiti^ (IV) ^/n:WU **j0. 8-1 0^;K $f * L< 

{±&o. 9~2^m^»c (iv) l^^wu mi- 

0°C~^2 5 0°C. fftL<liftOt~»l 5 0 Cf*4. 

R*si*wttfl5^» (iv) , <b*w (v) , ±mmm, ttwmm*> mm ; r 
k: i o ** * ^ a*» i 2 o o u»w. u < i±« s i o o mm e& 

fki4 0 (i°a) a, da' ) zm7kmmm^tt^ti,z£iomi!kztiz>o mm* 

h ^ >F tH j^ A iK->K, *']7A tert-:/h*VKfc*Ojfc**fclfcv>L6© 

■fu J - ;v 4 if <D T )\> 3 - jvm ; ^ > ^ > > h > 4 2f ^^SrTOFCfb*** I v ^ n 
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^-v : 19/ 



f-ro~2oor, »i L<tio~i 2 om*o 

E^E 2 ° Ve 2 J4G 1 (G 1 tt«rtBfcra**^-r) > -N(R 6 )-W 2 - ( R 6 is XXf 

w 2 (ituiatiwia^^i-) ttzit-o-^m-r) -z&M^m (i) (ti£ (it>' ) 

(lb) ^t>£tL<Mb^% (**L**:Mfc^ (lb' ) , lf^% (lb) tm-t) ) tt, « 

x. if jbjit o ass: 2 -c^ $ tt * urn z tz it t tL « c * # izm o -c mac-r & - 1 § 

i: (vii) (viii-D , (vin-2) isitf (viii-3) •■e*fc£;h.a'ffr£%i (JHK. 4h 

4&0 (VII) ^ (VIII-l) . iY&m (VIII-2) ^iCT^W (VIII-3) tm-f) 14 

[0 10 4] 
HUH 



=fc,L<f* *L<ii 



R 



*,L<Ufc 



(VIII- 1) 



(VIII-2) 



(Vlll-3) 



(VII) 





^*^~^COR' 

(ID R 5 



OH 




(lb 1 ) 



COR' 




(lb) 



[0105] 



i Vx)°4»£^Mk^ (ix) tw&-r) '4. RjSSH^^Jt*^* (iv 
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) t4K&® (V) iKOKBtrnm^LX, it^m (VII) fc, (VIII-1) «>L<tttt 

(VIII-2) fcUliM (VIII-3) (J&fcRfeLfcHIHK (VIII 

V*fc**t*ft-frw at** (x) fcKrt-) ^ ^» dx) **5erjs^^ 

rm^ti- a - k £ * ° . , ^ , , „ .... 

ft • #*^79^Kn79^«M^ *WJ**W7< 

■riv;v^7>, yy7^V#7>^ wr;v^;v^9^« ; T^^- 

^ i^io^k #* l < i ~& 5 */v-e*> n , ±mm (^-^mjux®m-f z> 
r^*y«**tp) ft** (ix) isisitu »i~*>2 o^m, »a 

mm% ifi#«t* * v^±^-tLib^^M^ jfw^ t^o _ * , « 

Hfjfe 1 0#F^~^J l 0 0 HtFak lflL< l±^J l B#H~ft 5 0 W*ao RjSAftttiimBJ 
-2 0-^12 0°C, L<ii^jO~^J8 omJo 

^4°(Ib' ) tt, (ID (HI) fc<0 *¥5 J6 ^ l J 

i( ;Ut, (ID MfrfrW (X) t*BSS«£ii:i9«it*;:i^** 

° (lb) ti, RJ&iUfcistt da' ) <DMfrMKfctmm<Vl5m"£t) 

. db' ) frhmmi-z>^ttfx%z>o 

W 2 _ (w i W 2 RXfR G itmutmm^-t) x-hM^m d) (ts: 
dc' ) i3«t^ (ic) -c^^tts'fb^ dc' ) > dc) ^Hfc 

■r) ) a, n^mr<DKB^3x^fL^mtfzit^ftKmctzijmr^xMmi- 

[0 111] 
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COOH 



N (R 6 ) - (R 6 tiHuffiklwi 



[0 112] 

PGiiftS**, Xtt-O-, -S-*>L<ti 

«£ ^ ;v * -7° h I) Jfl tIJo 

^°(xi)\ 3l (xiv-i) *5itF (XIV-2) -c£E*?3*L*'ffr&tt OKfc, ft^-fc (xi) 

% (XIV-1) iSXmt^m (XIV-2) fcftl") «rt?IEn n ni:LT^^A^i=. S# 

ft (xii) -cftfcStLMt^ (xii) tm-T) i±, R^i fc*5tf;Mfrfrw ( 

il) Mt^& (Hi) tfl5KJfefcra*i:Lt, (ID Mfc^® (XI) k£Rlt5£* 

5ft (Xlil) -e^fcSftMt^ ( xni ) ^1") ^ Sfl^rfii^Jtt«»RJSS 

fcl^tiCfW^Cfot, (XII) &JB£«»-rS£fc«oT$IUge§So 

ES 0 ^!^ 1 -O-W 2 -W 1 -S-W 2 -t/cii-W 1 — N (R 6 )-W 2 -t?* 

(IC ) ii. (II) UMIt^ft^ 

ft (ill) fcoBSiPMUKU, <fc*W (XliD t^^W (Xiv-D k -2= 

^i^J-r-O-W 2 -^L<ii-W 1 -S-W 2 ^w 1 WW 

2 (7)^4 < t i*--%&m^'e$>Z>tt&® (IC ) te> R^li:i3lt?>M (ID k 
ffr&tt (HI) fc©*KRJSfcH«IK:UT, X^-O- L < tt- S (XII 
I) hitter (XIV-2) tflKt'*"* *«> 

lf^% (Ic) WU RJfe^lJw^Jt*^^ da' ) OJn*dW»RtSkra*^»^J:5 



dc' ) 
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: 22/ 



) - (R A tt7K*JR^*^ttR 2 rtt$^tU^7^SJ «T^ 

t^L, R 2 l±Y*'-0--C**»^ R 2 W|tLS r« 

R 2 T»^$tt4 r«m$tLTv^-c% iv^;v#7h»J <7^;v#:/l^^rf £® 
Y**-N ( R A ) R 2 -e^^tL^» r**$tLTV>-C%J:v>T5/ 

*J ©7§y**ttilift*^t]-Cjb4ft#* (I) (T* (If ) (Id) 
**>$tL&^» (**L«r*L<t#* (If ) . tt^fc (Id) ) ^ Wxtt&T© 

[0116] 
[it 1 3 ] 



PG-Y 




H-Y 



(Id 1 ) 



COR' 




(I©*) 



A5 



COR' 



R 2 -U 
R 2 '-OH 




Of) 



COR' 




COOH 



(Id) 

[0 117] 

^ (Id' ) •C^*3«tL*^W dd' ) fcte"*") { *> BillBLfc'ffr&W (la ) 

db' ) dc' ) tmnKLxwkv&'t&zttfx^Zo 

gs: de' ) x^^fi^i^m m&m de' ) ( Id ' ) 

flsS* (If ) BOS*lfc**t*ft#W dl) (HI) 
fcoKJSfcWWKlbT, fb*tt de' ) fc3t: R 2 ' -L' tS^WM^H- 

Y^-o-^L<i±-s--e*^^^ (if ) t±. Rjfc^ifcfctt&tt^fc ( 

II) bib&to (HI) t<D«Rj£fc|WJ«B^LT, Y^-0-^L<l±-S-t^£^ 
$ (Ie' ) «:R 2 ' -OH^^StLS^WfcSrRlS***^^^*"? 4 *^* 1 - 

k to£**(Id) tt, RJfc^lfcisttSlfrfrW da' ) OftI*»»KJBfcWI*«)*«»cJ:U 
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, (if ) i^«t^t**tiSo 

75 ;S(7)fiih LTfi. LTV^T & £ Ci-« 

T;v^;v*;v^-;v (^Jitl r-fef-ZK ;v^-;V5& , 7x^*^-* 

'~;K tert-7h^>#^~^ (Boc) & if ) . 7'J (Aloe 
) % 7i^;vt^y*iv*-^ ^;v^- v-;v^-^;v^-^^^;v^-;v (Fmoc) > C 
7 1 x o 7 5W-*^^ (WiLtf, ^>v;v*;v^*-^^^) - C 7 - i o 77 
;v^;v-^^^*;v^-;v ($lxji\ ^> v;^^ (z) &£f) > C? - i 

o 77^^ OCT*.!*, ^v^&W > b^^K -7^n^f;K yf7^^>^i^ 

^Wfym=F 7?«, »U 3-y«^a , Ci - 6 

(#Uxii\ ff-frUfrtf-fr, ^;V#;V#^;K 7*f^*W-^*t) 

[0 119] ^ , 

*;^*^y;vi©fl*J:LTIi, #UxJ£\ tti^tltv^Uv\ Ci - e T;V 

n -7ntf;K ^V7°uif;K n-7*f;K 
if) T U >K ^ y V*. 7 h'jf;^f;in'J7 ;v^;i/ v V ifrtW? 

e>pfi^o 2: Ltl±, Any/K^ (15!);Ui\ 7 9l 3 73R 

*;v^;v, Ci - e T;v^;v- * (filx.tf. 7-fe^;K ^;v#;v*~ 

;v 7f-;v#^-^&2?) > ^uyyjgLj- *£3^ ^=«^ 3 7St&2f 

) Wt^^tv^Uv^Ci - e 7)^^yS (MxJ£\ * h^rv. ^^'A h V "7 
;v*n^ h3->£if) , -Vn^Wfflv^ti, *SI3lfOSfel± 1 L 3 £ 

o 

J ti, f!lx.ii\ tiMfLtv^UK Ci - e 7;v* 

;v ($Ix.}£, ^f;v, n -7ntf;K ^V7'nii;K n-7f-;K tert-7^;v 

&if) C? - i o T9;v^;v ($lx.i£\ ^7-7>>v£if) , ^JHK Ci - 6 7^)V 
;v r-fe^JK i^;v* ;v**-;v& if) . -<>vM;k C 7 - i o 7 

7ntf;i^^v'J ;i^if) *Jf3W»f?>tt&o -tL^^em^t Ltl±, ^n^>]R^ 
7?*, a9**« . Ci - e t;v^t;v t^- 

Ci - 6 7JV3^v (#!)xJS\ * h*v\ ^h^rv, n-7*n if) , - ^S 

;v (f!l£ii\ tert-yf-^^^') , C 7 - 2 o 7 7JV^^ 

* g^^^if) . Ci - 6 TJV^V (fOx.{£\ -^^^K n-y*om 

if) 7*^^ C 7 - i o 77JV^V («x.tf, ^>y;V*Jf) , Ci - 6 7J^^ry 

xKy, n--7°n^^v*^) , - h n *ft 2f v>fe ft 
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wx.imm, mm, mm. msM*. 

fflH PLC) , W«^u-7>^7^- (^JEE^JDILC) *©¥S*fflv^ti 
<k#% (I) otttt^ **LS#&*PO#«K:ttv^ MLMMtm (i) 



a*o*^5-«l#S:^ J; «? s fr&iTR * - ^ £ * ° , , „ 

* <fc*» (T) ^#*tt#*qFftr*»#^tt. ^itt«i«iM^ti^ 

(I) 54, jjcsFoWXtt*^*"?*-^* * v '° 
ft** (I) l±IPMft5E* (« : 3 H, 1 4 C 3 5 S) ft*»5^v>-CUv». 

^fK^-i 2 ( I ) *<OX~ &3LV*<0-fuY??* (&T\ *&W<Di\&m 

GPR4 0 (G P R 4 0 £S#7 =f-* Mgtt * * J 

G P R 4 0 g##7 > , #CGPR40 $ =T-* h r&tt** L T 

is*) tf'*fe^ft<. ^oiijf^ffl 1f'l4«'I4. 'L- 

mil niwLKm. mmm ***v>*:*, ^gpr4o^«»k »* 

*«8B©>ffc^»*#^rb-C**E*tt, WMW (fllxtt, 7?K 

#M«ffl*f^^^-e, GPR4 0»WtJMSir«l/: 
t±G P R 4 OMHfcrtWS- - *" fcliil^K • featUlffi^^o 

[ 0 1 2 5 ] 

7 W-y^> mmmmmmm, mmm^wm, mmm^mmm, mmrn, m 
ro^k row. aM !^i^SS5kS^^5k 

S5 r/^r/Tv^-, r^y^-^ tens**. ffl^>^u>jfiL^ 

^-^> t~>f-v^> mmmmtmmm, mm 
«itt«i> myM. tt«ft»#, ajmsa. Hjpfi. ♦* 

*tL*. tin. mmm&Kit, mvvrv^v ^ *3^fn-jni^ i&hdl 

mSE# 2005-3006399 



mm 2003-431629 



^-v: 25/ 



12 6mg/dlflJi, 7 5ggn^F«W(7 5gOGTT) 2 R»RI« (»R 
jfiLfcKSlW**-***) *2 0 0mg/dl£lhW«f (tMlfiL*fc*{** 
^vn^iK) 35*2 0 Omg/d 1 Jai^r*^**"*"**®"?* * ° ±5Bt * 

/dT*«Sfc»i7 5 g«P^K^*f»» (7 5 gOGTT) 2tPlt (»MP 

i^!4iL^J^»m^OV^T{±, 1 9 9 7WDA (*Bff%lMfc&) 1 

) j»i2 6mg/d 1£L±-C*9. *^>. 7 5 ggP7'K^f ftW2^tt (#JRJflL 
«lcisltS^>U3-^«St) ^2 0 Omg/d 1 ja±*wc-t-*ftSI"C*«o 

#126mg/d 1*»T?*»K ^ 7 5 g8P^ F-?«ft«««2 JWtt ( 
tWRjfiL*^*tt*^Jl'3-^aiae) ^140mg/dUU2 0 0mg/d ljfetfi fc^f 

^JjfeJK) #1 1 Omg/d ia±l 2 6mg/d 1»«IFG (Impaired Fast 
ing Glucose) tW&o -2k WHOOf^iaWf, ilFG (Impaired Fasting G 
lucose) OH, 7 5gin7K^W2tM (»fM*fc*5»tS^3-*» 
JS) #l4 0mg/dl*'W^i^IFG (Impaired Fasting Glycemia) tW 

M#) > I F G (Impaired Fasting Glucose) $3 XXFI F G (Impaired Fasting Gly 
cemia) OfR- WfcUt«v^*i4, Sfefc, **9!«>ft#*tt. **Sk » 
IBIM*) I F G (Impaired Fasting Glucose) tfclilFG (Impaired Fasting G 
lycemia) ' h W fi^^SIS * Wit^ %>Zti>X*UZ> 0 

SSSaaio^i^tt, **i gtf*, phi*******) , 

^rSkffl) ,^WK S*»U ftWRW (RAi) > jftlKW^o^ttPWW^fe^ 

[0129] 

# «ijf*Aoim# (fffifte o k g ) nftpft-^-r**^ i 0^/-^ «° 

0 1 L» 3 0mg/kg«. U t L < 0 . 1 fcv> Lit) 2 Omg/kgM*. MWf 

ttitE# 2005-3006399 



#® 2003-431629 



^-v: 26/ 



«^^2 a Hfc&RfcJ&C, K>«*U «SMfca^ «*<J> «^ IJ 

, 3 n >f K -> U * *?d*$*lf b ft* o 

% €^f7r/i7 l J^ , J>'W»J;«xl^ 1 J^iV7)V3-;v, 
^mmtVXli, W£tf^K^ D-v;vi£h- ;K Mtf'^^ ^U-feU 

««jiLT«, ssmsl jam*, ^x>«(o«i«f^ift 

temitM tLtii, Wi ^ > 5? ;v T ;v n - ;v^^lf *L & o 

mmkmt\,rte, w&wrmftBMa, r^a^^ym, fl -^7xn-;^w?, 
TO^ijtLT«. «*j*9-**y ^vf;vJf>t-*^A, rx^ 

[0 13 5] 

fflfE# 2005-3006399 
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^-v : 27/ 



glita Z one)(MCC- 5 5 5). GI- 2 6 2 5 7 0, FK-6 VJ^/V,w^T 
/58510 & (« * « (E) -4- C4- (5-^^-7x^ /U-4- J * * - * ^ n 1 

^-;V (Tesaelitazar) (AZ-242) , BM-13-1258. LM-4156, MBX-102, LY-519818. MX-6 
0o4 LY-Ito^ T-131*fctt*«*. THR-0 

921 ) a -^;yn->^--lf|S«J (0» 7 5 ^ VI V" ;V :. 

i^tt-ette,©* 7Y-;m a^^W) *) > l^i^ftf 

^•^U-k' -feT-^iJ-F, S^'J-Kt fel±-€-0*^->^AO*«lW, 7" 7" ^ U — r 
r tp_i»7^ h [00 : GLP-1. GLP-lMR#k NN-2211. AC-2993(exendin 
3 ; B IM-51077, Aib(8,35)hGLP-l(7,37)NH 2 . CJC-1131*] V<<7* '™ 

I V RL«*I (« : N V P - D P P - 2 7 8 , P T - 1 0 0 P 3 2/9 8 P93/01 NW- 
DPP-728, LAF237. TS-021#) , ^37^^ (« : CL- 3 1 6 2 4 3 S R 5 8 

fi 1 1-A UL-TG-307. AJ-9677, AZ4 0 1 4 0*) . T-^V sT* 

I 6 -7 T ^ -^f|a«»K ^* =r>!S^J^) •> S G L T (sodium-glucose cotr 

(ft • BVT-3498^) > 7»n>4fctt*«m IKKBMF* (ffl . AS- 
v'fVfi^tl, V7hX^>$«il (W001/25228, W003/422 
04, W098/4492K W098/45285. TO99/22735t'IB*0^»^) . J^***- 
(00 I Ro-28-1675) ^^W&fLfco 

0) AS - 3 2 0 1 > UJWT,^^ (AR I - 5 0 9) . CT-112f) > W# 
^H^i^^iiW («:NGF, NT-3, BDNF W001/14372^|fi«O---n 

C } ( P KC) l«i(«:LY- 3 3 3 5 3 1 «) AG E B*« W -ALT- 

t/^'y t '7^tfA N-7xtyJVf7y^A70^ (ALT 766 
} EXO- 2 2 6. ALT-711, tf U K V > (Pyridorin) , tf'J F3^^ ^ ffittm 

itimm (BIM23190) . 7^-^vWV^V-rr/W^-l (ASK-1 

HMG-CoAS7n»Pl«J («:^^^^^ 
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,<***->tfcM:**iib<0* (« «) > x^7v>**f«Bt« ( 

«:TO97/10224fcB«©ft#W. «*.1*N- [ [(3R. 5S)-l-(3-7* h *i,-2. ^ 
^t-jV)-7-^n-5-(2,3-y^^>7x^v)-2-t^;4,2,3,5-tF7tFnU- 

« (fl-.^-^-f^-K v^7^7-K ^VA^^-b 

x7-nt;vr/> rJV5t;v^A ^;v^;v*>, *;v^ 

im^, *VW>> i-[[2'-(2 > 5-vtKn-5^^V-4H-l ( 2,4-^ 
^ y T y _ ;v _3_ ^ ;V ) tf -7 * - ;v-4- -ov] ^ ;v] -2-^ h * v-lH-^ > x -f ^ 9 v - *-7 

7x >f;vr/ y/t- 7 rA 7>7i77tA t^^?^* ^ 
v ^_; V 7x -;v7c;V-;V7 5 >\ ?n^/V? * * ; MCHSW^Sl* • S 
B-568849"; SNAP-7941 ; W001/82925i3 «t tfWOOl/87834 \ - * ~ n ^ 7 

FYJ£« (« : CP-422935^) ; * * + 4 V&mffi&m (« : SR-141716, SR-14 
7778^ ; >JStt« ; ll^-tFn^rn^ Ft** Kn^t-^lti (« : 

bvt-3498^) «) , («:^'^^^ ATL "!! 2 ?n/ 

T=f-* h M:CL- 3 1 6 2 4 3, SR- 5 8 6 1 1 -A, UL-TG-307. A 
j-9677 AZ 4 0 1 4 0H) > FttJtWMII : CNTF ( 

^»#W««HT-) *) . aW^h^fT^F («: UV^HJ^K FPL 
_ 1 5 8 4 9f) . «AWMW* (fJ : P-57^) hK&o 

W K hnn^fT^K, tKn^nnfTVK, EKD7^f7vF ; 
y>tFn7nof7vK ^^7)Vfvf\ *"'Jf7yF, ^f;of7yF#) , fit 

. !;I^f^>^Vf^) , r/«F, ^vv^k, = 

#*) . a«tttt^»K («:^"f FWv>. 7F'J7^;//f) : . 

h i * v F * f « \f h ft & o WU-7^tn75 ^> ;v l***^* 57 ;v >7 n ^ 

f- a^X^Ki^fe-CW hfi&V'l YU^O m: ^ ^9-7 z-vy^ 4>9- 
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^mmtLxn, wjttfratry^ nhT?^*^ r/F^-»4^ 

^^V,y^-hV^A(dalteparin sodium) ft fc*) , 7^7tV> ^i^^^I^ 
* y * A * if) #C h n > t? > |g (01 : 7 ;v # h n * (aragatroban) ft £)_ > Mfe»% 
IE (fl- *n*V-- If (urokinase), ^V**- * (tisokinase)> 7^r7V -*?(altepl 
ase), ^^-^(nateplaseK ^7^9 -^(monteplaseK /< 5 x 7 J -* (pamite 
plase)ft^) , toMBM*&mm (WlMfc^ne^ttichwidine hydrochloride) 
! *n*^-*(cilostazolK ^^^f^K ^ * h ^erap 
rost sodium), V 5 - h (sarpogrel ate hydrochloride) ft 

#fflii4L^JfcLTi±. ^Jxli7;V7T*^>K-^ (alfacalcidol) , h *J 

(calcitriol) . (elcatonin) , (calcitonin s 

alnion) J.* > U * (estriol) . ^7"'J77#> (iprif lavone) . ^ b^K 
- f y * A (pamidronate disodium) ,TW/Kn >tt h 'J * 
e sodium hydrate) . >f > * Knvfltl^ h U 9* (incadronate disodium) 

MfcUli, W (tacrine) . K*^S»U (donepezil) , V 

(rivastigmine) , (galantamine) 

mm • m&mx&mmtLXli, «ittf«i75m- h (flavoxate hydrochloride 
) ;a$^'>7-f--> (oxybutynin hydrochloride) , fiS^^V^ (propiverm 
e hvdrocnlor 

) IGF-1, ^S^IiIS«^itSB^UNF-«, LI 

F ; IL-6, tVa^^^M^t*^^^*^^^^*"^ 
* o 

J^ 4 4!tPl«3'J(15fl :ALT-711#), W^^«^(^!I : Y-128. VX853. prosaptide 
#). a^O»(fl:7»V^VA 75 h'JWA ^7°7^/)> ^^^^f ( 
W .^pjy- A hijW^ (Trileptal) . ^7 (Keppra) , V**7> (Zoneg 
ran) . 7*l/^^'J> (Pregabalin) , A-3t5>fK (Harkoseride) , Jf*^* 11 
^ . 7-fef-;V3>;>^##:y^^F(^:ABT-594) 

kV^y^M**^ («:abt-627) , ^7r^^M*i(W: >7vF 



[0 14 9] 
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fcf^ffl ****** - * ^ * 19 * 

*ttnufe**L-r. *am<oft*m ******* ^mcML, 

#>I5±< ;«4S> K#*-K jML ft*^^5atliRtKi^ 

[0 15 2] _ 

* <o ^(D^-X^ "Cffl V»<b H§-^ l±TB2tf>*l* 4:751" o 

s : y>^l"; F (singlet) 

d *. F (doublet) 

t : h'j7°l/7 h (triplet) 

q : ^r)Vy-yY (quartet) 

m : vjVf 7*1^7 r- (multiplet) 

br : 7*n- K (broad) 

J : iJ v (coupling constant) 

Hz *. (Hertz) 

CDCh : i^an^W 

*H NMR : h >- gE8&C#* 

i-ro^li^i^lfeWKi^^r, (ms) 

OMR) iiJ^T^fr \* <£ *> iWSS L^o 
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9 „ h 7 * - AIM * : fc^fcrS^ * Wttffe (Electron Spray Ionization I ESI 

) , t tz\±jz%&ik^ fyft& (Atmospheric Pressure Chemical Ionization. AFU 

NIRflS^Mf Vtt^Varian Gemini 200(200MHz), Varian Gemini 300(300MHzK 

y ;v # _ . ,sf ^ 3- ^ e y ft AVANCE 300o 

i tz ! ##la is J: VZWn * W * » WUC KU»»ttttTO*fti:J:9ff^. 

jj y 2* : YMC Combiprep ODS-A S-5 // m, 20 X 50 mm 

W • Ai& ; o. 1% h 'J "7 ;v tnst ^-^tKs 

W<f**A: 0.003- «/B^ = 90/10) . 1.20* (Af/B^=90/10) 4 75 
* (A^/Bm=0/100) , 7.30* (A*/B« = 0/100) . 7.40* (A^/B#t = 90/10) . 7.50* 

^^=90A0) (A8E/B8t=95/5) . 1. 00* (A«M*=95/5) 5 20* 

(AWB^ = 5>95) , 6.40* (A«/Bi* = 5/95) , 6.50* (Afc/B*=95/5) , 6.60* (Am 

/B$L=95/5) . 

: 25 ml/min. tfctHife I UV 220nm 

[0 15 6] 
Mb 1 4 1 





Br 



4 ynWf;V7x;-iV (4.72 * 25.2 mmol), 3, 4- v t F n-ZH- H 9 > (3. 18 
„ 378mmol) *5 £ IF p- h >8t* V * A (0. 628 g, 2. 50 mmol) JO v 

*nn" ~J (100 mL) W 24 *Na*L*. JW«**^WU *** 

|tHJ^« «ffiTT»****btr, (7.11 * *R&«> 3,4- 

Ml alt (CDCls) a :i 58-2.06(6H, m), 2.35(3H, s) , 3.BW 63(1B. 3.83-8. K H 
. m), 5.37(1H, t. J=3.1Hz), 6.77(1H. dd, J-8.8. 3.0Hz), 6.95(1H. d, J=3.0Hz), 7. 
39 (1H, d, J=8.8Hz). 

2 5 2 8 ^-;V-4'-(x h y * Kn-2H-« *-2-f * 7^*-3-* 

[0 15 9] 
[IU5] 




o 



- 0 -" ^ CH 



3 



9 U ^-3-^;V7x^y)f>?liFn-2H-f7> (7.11 g, 25.2 mmoK 3 4- 
«tVn-ZH-tT9>*#tr)*J:tf(3-*^5^7*-^)#n>il (4.50 g, 30.0 mmol) 
* 1 M %tmi- h y mL), ^^-^ (30 mL) * £ If h (6C > mL) O 

faVff i:5C Til) rS«^W«T*=f>tMI*T, 80 °C * 15 , WWWL 
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*9A*07h/57-f- (5%~30% ft»xf*/Att» T»»U *SMb#W (6- 

i6 g, w 82%. 2 is) *?m&mmtLxntz 0 

>HW (CDCla) * : 1.53-1.77(3* m), 1.86-1. 91 2H, m) . 1 98-2 09 (1ft . .). 2.2 5(3 
H s) 3 61-3.68(lft m), 3. 91-3. 99(lft m) . 5.48(1H, t. J=3.2Hz), 6. 95-7. 00(2H, m 
)', 7.15(1H, d, J=8.3Hz), 7.53-7.60(2ft m) , 7.82-7.86(2ft m). 10.06(lft s) . 

3 6 [2'-> f-^-4'-(T" h 7 1£ Kn-ZH-tT 9 >-2-^ * 7 *-A^-3--f *] 

[0 16 2] 

[ft 1 6 ] 




(13.6* 45.9 mmol) £ (70 mL) * J: VT V v t Kn 7 9 > '(70 

mL) ©MP^lib, ^T^T^t*?*^^ 1 ^ (0.870 g, 23.0 mmol) £flDX- 

»**^*W9A^nv>^7^- (15%~50%»Bft^^/^^» 
U Mft** (12.2 g, Jfc* 89%) *r**feiB*Wfc U"C»fco 

*H NMR (CDCh) ^ : 1.59-1.76(4ft m) . 1.85-1.90 2ft m), 1 97-2 11 (1H 2.25(3 
H s) 3 60-3.67(lft m) , 3.91-3.99(lft m) , 4.73(2ft d, J=5.8Hz), 5.46(lft t, J=3 
.1hz)'. 6. 92-6. 97 (2ft m) , 7.14(1H, d, J=8.1Hz), 7. 22-7. 41 (4ft m) . 
[0164] 



[0 16 5] 
m 1 7 ] 




CH 3 



4-yn*-3 5-y^Wx;-;v (10.5 g, 52.2 mmol), 3,4-vt KO-2H-K7 > (8 
83 e 105 mmol) & £ XT p-f^x^^^tfij^-^ (2.64 g, 10.5 mmol) O 
v^nn^^>(160 mL) #«t*, 80 l*H«J*Lfco «ET'ejS«*«*t'C, 

mi gEHft^% (11.5 g. JR* 77%) **Rfef*3R*i: U-C#/co 

>HNMR (CDCb) <5 I 1.56-1.75(3ft m), 1. 80-2. 07 (3ft m), 2. 37 (6ft a). 3.55-3.64(1 

H, m), 3.83-3.93UH, m) , 5.37(lft t, J=3. 1Hz) , 6.80(2H, s) . 

[Q I Q 7] 

#tW5 2',6'-^W-(ff7ti Kn-2H-tT9>-2->f ^*^f-»^7*^^-3-* 
[0 16 8] 



m«E# 2005-3006399 



#SI 2003-431629 



: 33/ 



HU8] 




"O" "cT ^ "CH 3 

?H°NMR (CDCla) *: 1. 57-1. 78(3H, 1. 82-1. 93(2H m) 1. s) 2. 04(1H m) 

3 65C1H, m). 3.97C1H, m), 5.47(1H, t, J=3.0Hz), 6.84(2H, s) . 7.42(1H, m) . 7.58 
(1H, t. J=7.5Hz), 7.67C1H, s), 7.86QH, m) , 10.05(1H, s) . 

6 7 [2' . 6' - v * f- ;V-4' -(nnFn -2H- * 9 y-2-4 A> * * '» * 7 * = *-3- 
;v] ^ ^ y - 
[0171] 

Hk l 9 ] 




i#M3 fcUia-C, 2',6'-^W-(f >7t Fn-2H-e-7>-2-^;V**v') 

1 H NMR (CDCh) a I 1. 55-1. 79 (4H, ra), 1. 80-1. 93(2H , 2. 00(6H s) 2. 03(1H m) 
, 3.64(1H, m), 3.97C1H, m) , 4.73(2H, d, J=5.7Hz), 5.45(1H t. J^OHz), 6.8l(2H 
s), 7.07(1H. d. J=7.5Hz), 7.13(1H, s), 7.33(1H, d, J=7.5Hz), 7.40QH, t, J=7. 8H 
z). 

[0 17 41 
Mb 2 0 ] 



HO 




CH 3 

„f V ^ V;V-4'-(7- h 9 H FO-2H-H" 9 >-2-^ 7 *-*^**'<*f 

UK (9 05 g. 29.2imnol) * 1, 2-5>* > **** * (50 iU *m>7t Kn77 
> (50 mL) <DiI*fc»*U W^fft^it b V ^^567 g 15^0 -oO 

.SSt^;»W9A^-rh^7-f- (15%~50% ItJt^V/^^) T» 
mi ^ffi^k^ (3.24 g. W 36%) fc&fe^Hfc LT#^o 

^ m (Scis) * : 1.47-1.93(01. m) . 1.98(3H, a). 1.99(3H. b). 3. 50-3. 58(1H, m) 
3^8-3 96 (1H, m), 4.54(1H, d, J=12.1Hz), 4.68(1H, s), 4.73(1H, t J=3.4Hz) 4 
83(1H d J=12.1Hz), 6.59(2H, s), 7.04(1H. d, J=7.3Hz), 7.13(1H. s). 7.30-7.34(1 
H, m), 7.38(1H. t, J=7. 3Hz) . 
[0 17 6] 

fflfE# 2005-3006399 



mm 2003-431629 



^-v : 34/ 



7tFn -2H- tf 9 > 
[0 17 7] 
[ft 2 1] 




[0178] 

2 6-v^f-;V-3'-[(x b9K Kn-2H-e? V-2->f ^3^7 
;V (1 78 g. 5.70 mmolK ^>y^7)^-^ (0.885 mL, 8.55 mmol) &£TfYVy^ 
^*7s7 4V (2.13 mU 8.55 mmol) <7>h;l^> (80 mL) «^7X<tT«#U 1.1 -t 
7Vy*;V^;V)y^'Jy> (2.16 g, 8.55 mmol) £^iT^Snx.. ^f"C#?miL 
T 24 WMW*#Lfc. EJS«Kl^*fl-V (40 mL) PL/:WIWU, 

:E.f-,v/^*^) «Lt, M^**^^* (I- 71 ^ » 75/0 

*H°NMR (CDCh) * : 1.47-1.93C6H. m), 2.01(3H. s), 2.02(3H, s) 3.50-2 i 57 (1H m) 
. 3.88-3.96C1H. m), 4.54(1H, d, J=12.2Hz), 4.73(1H, t J =3 5Hz), 4-83(lH, * J-l 
2.2Hz), 5.07(2H, s) , 6.75(2H, s) , 7.05(1H, d, J=7.2Hz), 7.14(1H, s) , 7.30-7.48(7 

H, m). 

[0179] 

###U 9 [4' - (^ > v )v * * -» -2' , 6' - v ^ * e 7 * - ;v-3--f ;v] ^ ^ y - ;v 

[0 18 0] 
[4k 2 2 ] 



OH 




2-ir4'-(-<>^;v^^v)-2',6'-v7f-;vtf7^^;v-3-^JV]7 f^y!ff7tFn- 

2H (1 71 g. 4.25 mmol) J3 X Zf v -YJl>x.>Xfr*>WL -7X» (80.8 mg. 0.4 

25 mmol) (r>*9J-K (15 mL) ^«r^"C 20 B#^»brc 0 R£«S«E§*1 

iffi«l«Lfeo i^vnW7A^^^77^ (20%~50% hw**-*/^ 
*V-y) t«Lt, (1.13 g, W 84%) =Srit#.^^tLT#7to 

' ' ' " 1 65 (1H, t, J=5.9Hz), 2.0K6H, s) , 4.73(2H, d, J=5.9Hz), 5.0 

s), 7.07(1H, d, J=7.3Hz), 7.13(1H, s) , 7. 30-7. 48(7H, m) . 

mini o 2 2-|[4'-(2-xF^>i^y)-2',6'-y/fJV^7x^;v-H ;v]7 h*~> 
fx h 9 H Kn-2H-tf 9 > 
[0 18 3] 
Mb 2 3 ] 



X H NMR (CDCls) d : 
7(2H, s), 6.75(2H, 




fflfiE# 2005-3006399 



mm 2003-431629 



35/ 



S1cdS?-° L25(3H, t. J-7.1Hz). ^^^•^^Sm'sSS 
8). 3.50-3.57(lH, m), 3.62(2H, q, J=7.1Hz), 3.80(2H, t J=5.0Hz) 3.88-3.96 1H 
ffi 4.14(2H, t. J=5.0Hz), 4.54C1H, d, J=12. 1Hz) 4.72 1H. t J^5Hz) , 4.8 H 

, d. J-12.1Hz), 6.69(2H, s) , 7.04(1H, d. J =7. 3Hz) , 7.13(1H. s), 7.32(1H, d, J-7. 

3Hz), 7.38C1H, t, J=7.3Hz). 

##m i [4'-(2-^h^'>^>^-»-2\6'-v^f-;v^7^-;v-3-^;v]^^y-;v 

[0 18 6] 
m 2 4 ] 




H3C 



iiinaJL^ri r 2-ir4M2-^h*^^~>)^6 , -^^^7^- ;v - 3 - 

2%o 

MS m/z 301 (MH + ). 
[0 1 8 8] 

##011 2 (2E)-3-(2--7;V*n-4-^ F + ^x^)7i"J*»^ 
[0189] 
Mb 2 5] 




fcttLfc^*-****'****-* (9-45 g, 42.1 mmol) f^?* \? ZlZLF 

0 mL) > V *A (60% ftfltt, 1.54 g. 38.5 mmol) SrJnxT 15 *r M«» 

1 2-7;V^n-4-p< >^^>X7W K (5.00 g> 32.4 mmol) ©r^^ 
n?*V (30 mL) ii«TU: 0 2 ^»L7^ 

IiU:! »v^^^A^uvF^7^- (20% * 

7: 1.33C3H, t. J-7. I*). 3.83(3H, .). 4. 26 (2H q J=7 1Hz , ^4 
1(1H. d. J=16.2Hz), 6.61-6.73C2H, m) . 7.45(1H. t, J=8.6Hz), 7.75UH, d, J-16. 2Hz 

) 



[0 19 11 , . . 

%m\ 3 3-(2-"7;v^-n-4-^ Kv7x^)7n^/| 

[0 19 2] 
Ht2 6] 




(iS^^tn^ >*5'7x-*)T^VJI't^ (7.07 g, 31.5 mmol). r 

ffifE# 2005-3006399 



#11 2003-431629 



^-v: 36/ 



Yv\LYU?yy (50 mL). ^^-^ (5 mL) &iTmtt&& (300 mg) ©ft-ft*** 

**b*t, S22K%21^r 9 7 

?HM (35.) * : L23(3H, t. J=7.2Hz), 2.58(2H, t, J=7.6Hz), 2.90(2H, t J-7. 
6Hz), 3.77(3H, s) , 4.12(2H, Q» J=7.2Hz), 6. 57-6. 63 (2H. m) , 7. 07-7. 13 (1H. m) . 
[0194] 

###l]l 4 3-(2-7;v^-n-4-H Fnary7x-JV)7'D;r/fxf;v 
[0195] 
Mb 2 7 ] 




3^V:7 9 ;vJn-4-^ b^->7x-;v)yn;r/txf JV (57.4. g, 254 wyoDtei-Tfrnt 
T ;v^-^A (101 g, 761 mmol) O^nn^V (250 mL) * ^t*"*! 

t ii U »ffrfr«K44.6 g. 83%) *m&&Kmtyxtet r 

iHNMR (CDCls) ^ : 1.23C3H. t. J=7.2Hz), 2.58(2H, t. J=8. 1Hz ). 2.89(2H, t. J=8. 
1Hz), 4.12(2H, q, J=7.2Hz), 6. 51-6. 56 (2H, m) , 7. 01-7. 06 (1H, m) . 
[0 19 7] 

##ffli 5 2',4'-v^^^^-7^-;v-3-*;v^>^^^ 

[0 19 8] 

Kb 2 8 ] 



H 3 C 




CO,Et 



(lVy/^7*-^)#nvBI (3.0g, 20.0n.mol). ****** * (4. 3g. 

18.8mmol)£±tmm^>^(9.8g, 30. Ommol) =Sr^^ ^ (20mL) **V + *f?J» 

7V^A(0) (0.30g, 0.26mmol) fcjQitfco R£«*T;v^fi^T, 70 C t lW 

ifiS (55.) T:l.39(3H,t > J=7.0Hz), 2.23(3H,s), 2.37(3H,s), 4. 38(2H, q. J-7. 0Hz 
), 7.02-7.54(5H,m), 8. 00-8. 05 (2H, m) . 
[0 2 0 0] 

##011 6 (2' ,4'-y> fJVtT7x^)V-3-^ 9 J 
[0 2 0 1 ] 
Mb 2 9] 



^- 0H 

h,c" ^ch 3 

[0 2 0 2] 



ffiSE# 2005-3006399 



12 0 0 3 - 4 3 1 6 2 9 ^- v : 37/ 



2' 4'_yx^>l/tr7*-^-3-*^^>m-x^>K5.0g, 19.7n»D0l)^7jC7-h7tKn 
7?>*»(5<tal)fc**T, **^WAT;V^*A(0.91g, 24^0mmol) rtx., 2 

^fMk^fctefe^^fc LT^fco W 96%c 
i H M E (CDCls)"* :2.24(3H.8). 2.36(3H.s). 4. 73(2H, d, J=6. 0Hz) , 7.00-7.45(7H,m). 

[0203] „ 

###0 17 2', 4', 6' -b'J^f;^7x-;v-3-*;wi;Vrth 

[0 2 0 4] 
Hfe 3 0 ] 




"■CHO 

J] A 

H,C" 



MS m/z 225 (MH + ). 
[0 2 0 6] 

###U18 (2 1 , 4', 6' -h U ^fJve7x^;v-3-^v)^ 

[0 2 0 7] 
{it 3 1] 

CH 3 

^OH 




[0 2 0 8] 

2 ' 4' 6' -h U >f/Hf7x-^-3-*^<W K(2.36g. 10. 5mmol) ^ (2 

0ml)i*##b, ^«(:7Xift*7tt^ 1 J^(0.40g, 10. 6mmol) «f^° 

^>*7^nvH-77^-Wxf)v:A^>=i : 5~i : 2)fc#U 

^(1.66g)^fefeVfi»t LX#fCo 

^H^MR^CDCh) 5 :2.00(6H.s). 2.33(3H,s), 4. 73(2H, d. J=6. 2Hz) . 6.94(2H,s), 7.00- 
7.42(4H,m). 

[0 2 0 9] , , 

###019 6-*h*f-2' ,4' -y^;ve7x^W-*^;Vrtf 

[0 2 10] 
[It 3 2] 



MeO. 

X 1 

"CHO 



H a C 




iUn Wmmzvx, ^u*-^* ******* 

MS m/z 241 (MH + ). 

# ^J 2 0 2 (6-^h^^-2' ,4' -v7f^'7x^V-3-^^^HV 

ffi=iE# 2005-3006399 



mm 2003-431629 



^-v : 38/ 



[0 2 13] 
[ft 3 3] 

MeCL 



H-C 




OH 



i H m (CDCla) * : 2.0K6H.8). 3.74(3H,s), 4. 65(2H, d. J=5. 2Hz) . 6 97(lH,d,J=8.4H 
z), 7.03(lH,d,J=2.2Hz), 7. 06-7. 24 (3H, m) , 7. 35 (1H, dd,J-2. 6 & 8. 4Hz) . 

##<£l2 1 5 2\4',6' -f^f;Vt*7x^^3-^^->'f^^ 
[0216] 
[ft 3 4 ] 




C0 2 Et 
H 3 C^^ ^CH 3 

^ x ^mm^m^m^mmmt lt#^ 0 w 80% o 

MS m/z 269 (MH + ). 

-V n * f- ;v-4' ,6' -y * f - ^ tf 7 * - ;v-3- * >v ^ >S£^ * 
[0 2 19] 
[ft 3 5 ] 

co,Et tOi&%% 




2 f ° 4 , 2 g 2 , °_ \ i; ^ ;V e7^~;V-3-#;V^>m^Ml.0g, 3.73mmol). N-/n*i 
l±<i(t>f 5 K(0.70g. 3.93mmol)*J:tf2,2' -T Vtf* (>f V 7*;* ^ h V V K65mg, CL40 

L^»««r»aobfeo at«**a=*»u ******* * y Z**^ZtiZ7AZ 

^-ffil^:^^! : l o~i : 5)fc#U Mft#»<o*fr*(o.82g 
ItlWiHtf/c W 64% 0 

MS m/z 348 (MH + ). 
[0 2 2 2] 



ffitiE# 2005-3006399 



mm 2003-431629 



^-v : 39/ 




B l 7; ^ n7iy _;K0.32 gi 2.85nunol)t7K«^>V^A(89mg, 2. 60mmol) 
n 9 tFn77>(20 ffl l)-N,N-y^^^75 K (10ml) 

IBMM&L/ 1 - *<Dmm^ ##^22^#^tL^fS^%(0.82g, 2.36mmol)^Jnx. Mta^l 

vh ^ 97 ^_(^i^;v:^dp^->'=i :io~i:5~i.3~i. i^-J^Jp 

V>/~ 0 JDtffc 93%o 
MS m/z 319 (M-OH) . 

##150 2 2 4 4 3-[4-[(3-yn^yy^)t^y]7x^;v]7"n;Of^fJV 

[0 2 2 5] 
[ft3 7] 



Br 



,. ^CH 3 
O 

*(4?\?*u**s7*-*')"f*'i>**+n' (0.3 g, 1.67 wl)©N,N-y^f ^ 
K«(4.0 mL)^ Ot^TeOfcfc*^ h V * A (0.073 g. 1.83 mmol) *Jnx. 

(0 44 g. 1.75 mmol) tWfltttfLtc M ****it2£ 

X H NMR (CDCb) * : 2.60(2H, t. J=7.8Hz), 2.90(2H, t. J-7.8fe). 3. 67(3H s) . 5. 0 
1(2H. b). 6.88(2H, d, J=8.4Hz), 7.12(2H, d, J=8.4Hz), 7.25(1H, m) , 7.35(1H. d, J 
=7.5Hz), 7.45(1H, d, J=7.5Hz), 7.59(1H, s) . 

1 2 I (4- |[2'->f- -(r^tFn -2H- ? >-2-f * * 7 * - *-3- 
[0 2 2 8] 

[ft 3 8] 




^Kru**?*-*)?'*'*****-* d-43 g, 7.94 mmol), [2'-^;v-4'-( 

ttifiE#2 005-3006399 



mm 2003-431629 



^-v: 40/ 



FP-ZH-tf ? >-2->f ^x-*-3->f * y -;V (2.37 g. 7.94 ■ 

mol) £J:^V^V*X^> (2.97 mU 11.9 mmol) *> Y * (120 mL > 

1 r.(7/y^V^)V)v^'Jv> (3.00 g> 11.9 mmol) ^^=1"^ 
I S^ilLt 24 WlfJ«#Ufc- Rfc*fc^**> (60 mL) 

J;*t~2oj T5m5?^/-?-9-»^L-C, fHMfc^**^** (3-05 g, 

^Cd"u) T !- 0 1.58-1.75(3H, m), 1.85-1.90(2H m) 197^08^ .) 2 23(3 
H s) 2 60(2H t J=7.8Hz), 2.89(2H, t, J =7. 8Hz) , 3. 61-3. 66(4H, m) , 3.91-3.99U 
H, m), 5 07(2H, s), 5.46(1H, t. J=3.1Hz), 6. 88-6. 97 (4H. m), 7. 08-7. 16(3H, m), 7. 
24-7. 27 (1H, m). 7. 35-7. 43 (3H, m) . 

gjfcfl 2 3 3°-(4- I C2' - > * *-4' -(f>nFH -2H- ? >-2-4 * * * * 7 * = *-3- 

[0 2 3 1 ] 
[lb 3 9] 




3 (4 f tr -* + ;V-4' -(n^Fn -2H- If ? >-2->f * * 7 * = *-3->f *] > 
b*l|7x^;V)7"o;r/^f;V (0.599 g, 1.30 mmol) ©>*,>-M6 mL ) I * i Ih 
ffnK o77> (6 mL) 2 M *HMfc* h V * (2 mL) 

fco Jfcift*ftSiif-/l/-^*^>^^S*ftl- »ft^J (0.436 g, W 75%) 

^("dC L 1s?T:° 1.58-1.76(3* m), 1.85-1.90(2H m| , 1 L. 97-2 10 <1H 2 23(3 

H s) 2 65(2H t J=7.6Hz), 2.9l(2H, t. J=7.6Hz), 3. 60-3. 66 (1H, m), 3.91-3 99(1 
H, I)! 5 08(2H, .). 5.46C1H. t. J=3.1Hz), 6. 89-6.97(4H, m) , 7. 11-7. 16(3H, m), 7. 
24-7. 27 (1H, m), 7. 35-7. 43 (3H, m) . 

«ffl3% 3 -V[(4'-^ 

[0 2 3 4] 
[It 4 0] 




vl,>tll^^n^>M^^;V (3.78 g. 8.21 mmol) p-h^^vr/i 
^ I (0 56 g 0 821^1) (D*^-* (60 mL) 2 BffHj«L* 

%~6o% wm^^/^^y) ^mmvx, mmft&® (3.04 g , jdu* 98%) 

mfjE#2 0 0 5-3 0 0 6 3 9 9 



#11 2003-431629 



^-v: 41/ 



MS m/z 377 (MH + ) . 

[ 0 2 3 7] 
[4b4 1] 



HO 




•HH (CDCh) » : 2.2K3H, s), 2.65(2H, t, J-7. 7Hz) 2. 91 2H, t If-™- ™ 
7(2H, s), 6.69-6. 75(2H, m), 6.92(2H, d, J-S.Tffe). 7. 09-7. 15(3H, m), 7.23-7.26(lH 
, m), 7. 35-7. 43 (3H, m). 

[0 2 4 0] 
[It 4 2] 




°hSr (CDCls) 8 : 2.24(3H, s) , 2.60(2H, t, J=7.8Hz) 2 89 (2H t J-7£fc) 3 6 
6(3H s), 3.83(3H, s). 5.07(2H, a). 6. 77-6. 82(2H, m), 6.9l(2H, d, J=8.7Hz), 7.10 
-7.17C3H, m). 7. 24-7. 27 (1H, m) , 7. 35-7. 43 (3H, m) . 

gttfl 6 4 1 14- [(4'-^^>_ 2 -„,f^7x, *-3-4 M^*f]7x^|W 

[0 2 4 3 ] 
[<b 4 3 ] 



H,C 




OH 



ffi«E#2 005-3006399 



#12003-43 1629 



^-v! 42/ 



*H NMR (CDCh) S I 2.24(3H, s) . 2.65(2H, t. J-7. 7Hz) 2.9l(2H, t J-7 7Hz). 3 8 
3(3H. s), 5.08(2H, s), 6. 77-6. 81 (ZH. m). 6.92(2H, d, J=8.7Hz), 7. 11-7. 18 (3H, n) , 
7. 24-7. 27 (1H, m) , 7. 36-7. 44 (3H, m) . 

[0 2 4 6] 
Mfc 4 4] 




] /fill ^3*^5 fl^Uv > u ?u * s-*,»**M<t******* 
ftiL* W 85%o 
MS m/z 431 (MH + ). 

[0 2 4 9] 
[ft 4 5] 




OH 



MS m/z 417 (MH + ). 

»N 2 9 "U*'^ V^# + ^-^*^x^*)^ >*'/]7x^l 

[0 2 5 2 ] 
[ft 4 6] 




tzo W 78%o 
MS m/z 419 (MH + ). 

10 i o 4 3-|4-[(4'-^y^n^^v-2'-^^^e^^^;i,-3-^;v)^ 

mfiE#2 005-3006399 



#12003-43 162 9 



^-v: 43/ 



[0 2 5 5 ] 
[4b4 7] 




,^H*^o «* 56% ( ^ 

> — f^^^f"^^ ^ SlnH) o 
MS m/z 405 (MH + ) . 

^n 7 L(4-{[4'-(^>v;v^^^)-2'^^;ve 7 .-;v-3-^;v]^h^~>^- 

[0 2 5 8] 
[ft 4 8] 




X%iz Q 79%o 
MS m/z 467 (MH + ). 

[0 2 6 1 ] 
[4k 4 9 ] 




✓s df- -If > - ffefj^ ^- ^ ^ ^ W #n S ) o 

MS m/z 453 (MH + ). 

[0 2 6 3] 

gttffi 3 3-[4-(|2'-^^;v-4'-[2-(4-^^;v-i,3-^tv^;v-5-^;v). 
x ^ ;v_3--f ;v} ^^)7*-*] 7"o;r/^ ^ 
[0 2 6 4] 



45% ( 



ffi|E#2 005-3006399 



#H 2003-431629 



^-v: 44/ 



Hk5 0] 




£«ft#«S:*fe*lill*Wfc LT#^o « 62%o 
MS m/z 502 (MH + ). 

«i5fln 6 L[4-(|2'-yf-;v-4'-[2-(4-^^;v-i,3-^Ty-;v-5-^;v)^h^^]H^ 

[0 2 6 7] 
[ft5 1] 




J*Lm9 >L**ri T S-r4-(l2'-^ f ;V-4' - [2-(4-^ f JV-1, 3-f 7 V -^-5-^ iV) 

W B at#to JR* 77% (^fz-ftllif^^^o 
MS m/z 488 (MH + ). 

MM 1 5 9 3- (4- |[2--^f ;V-4' - (3- ( M V V >-2->f ^J^n^^^x^ *-3->f * 

[0 2 7 01 
Kb 5 2 ] 




3 14 [(4'-t FD^y-2'-^^e7x^;V-3-^V)^ b^V]7x-M^^ 
(0.602 g. 1.60 mmol), 3-<* y v AO :/n/<>-l-*-* (0.822 g 6 00 m 

mol) *lV}>*)7x.=-»*X7<> (1.57 g, 6.00»l) O? >9KW7-/ (20 » 
n }§«7fc^Ttf#U 7^*^#^ x ^^ (40%b;V-^^^m. 2.72 mU 6.00 
io *** 7««-C»L-C 42 »Ha*Lfc. 'g^^* 
^7^07^77^- (20%~60% i3it>«HPLC-t:^ 



E^b^^m-fef^tttA^ (0.446 g, W 56%) fcUftfc. 



IS 

MS m/z 496 (MH + ) . 

£jftff 1 6 2 3- (4- 1 C2' f-^V-4' - (3- ( tf V v >-2->f *) 7°n *° * v) If 7 * - ^-3-4 * 
f^y|7x-jv)7n/r/f 

[0 2 7 3 ] 



ffi«E# 2005-3006399 



mm. 2003-431629 



^-v: 45/ 



Ut5 3] 




OH 



3 1 (4 2 |[ ? 2' 4 -^ ^;V-4'-(3-(tf «j v>- *-2->f *) If 7 * = *-3->f * b * ~>1 

7xa;v)^n;r/i^^ (0.401 g, 0.809 mmol) ^*<-*<j; mL J.^ 7 "^ 
v FU77> (5 mL) 2 M tKM^ b 'J^M« (1.5 mL) fciUx., Sto 

S«UW**^t^^* 1 ^ MflS** (0-186 * ** 48%) *: 
MS m/z 482 (MH + ) . 

mini 7 5 3-(4-|[2'^f-;V-4'-(l-^ntf;vy f^»lf7x^V-M;V]^ 
^ j. - ;v) :/n /< >Wt* 

[0 2 7 6] 
[ft 5 4 ] 




^mlcDct) , : o.94(6H, t. J^^S^^'^^nHTson^f 

t T-7 8Hz) 2 89(2H t, J=7.8Hz), 3.66 3H, s) 4. 23-4. 31 (1H, m), 5.07(2H, s) , 
6.74-6 80(S'm) 6 88 6.93(2H, m), 7. 10-7. 16(3H. m), 7. 25-7. 28(1H. m) . 7.36-7.43 
(3H, m). 

1 8 8 3- (4- 1 L2' *-4' - d-^n tf » 7 K~>)^7x - *-3->f *] * h * ->| 
7j-;v)7n;r/| 
[0 2 7 9] 
[ft 5 5 ] 




OH 



?H % « ^r?*^ K*). 1-33-1. 76 (8H, 2.22(3H, s), 2.65<2H 

tT^Hri 2 91(2H t, J-7.7H,), 4. 23-4. 31 (1H, »), 5.07(2H, s), 6.73-6.80(2H 
' ' ' mum 2005-3006399 



#11 2003-431629 



*<-z? : 46/ 



, m), 6.92(2H, d, J=8.6Hz), 7.13(3H, d. J=8. 6Hz) , 7. 24-7. 28 (1H, m) . 7. 35-7. 43 (3H 
, m). 

[0 2 8 2 ] 
[It 5 6 ] 





MS m/z 513 (MH + ). 

[0 2 8 5] 
[ft 5 7 ] 




L T # o W 57% i?^"f9V- f-frfrh h b h ) o 
MS m/z 485 (MH + ). 

**« 2 2 1 7 L(4-|[4--(2-x>*^>*VM-.6--y J .^^7x i *-3-f*]> V 

[0 2 8 8] 
[ft 5 8 ] 




1 ISJttU LT . 3- (2- 7 n 4 c r -r ✓ ✓ fc*»ffc 
tf[4'-(2-xh*5/xhti')-2' l 6 , -^^t7x^-8-'f*']^>' bS^IC 

^|^|«^^S^o IR* 93%o 
MS m/z 495 (MH + ). 

Hifefll2 2 3-(4-|[4 / ,o 

*y|-2-7JVtn7ix;v) 7 °n;ryf 

ffi«E#2 005-3006399 



#11 2003-431629 



^-v: 47/ 



[0 2 9 1 ] 
Ut 5 9 ] 




MS m/z 467 (MH + ). 

- ; v_3- >f ;v] x h * v ( -2- 7 * * n ^ x - ;v) y n >fxt^ 

[0 2 9 4] 
[<U 6 0 ] 




rf [2' 6" - v * f" >V-4' -(rh7tKn -2H- tf 9 >-2->f * * * v) * 7 * - *-3->f > * 
y-^^Mfb^*^*****^ Ltfto W 89%o 
MS m/z 507 (MH + ). 

mnm 1 1 6 L 12- 7 * * * -4- c (4- - * k n * ~>-2> . e - - ^ *• * * -7 * - ;v- 3 - >r *) * h 

[0 2 9 7] 

Mb 6 1 ] 




MS m/z 423 (MH + ). 
[0 3 0 0] 



{iiSE#2 005-300639 9 



#12 00 3-43 16 29 



m 6 2 1 




MS m/z 395 (MH + ). 

^ ^> | _ 2 _ ^ ;v * n 7 x - ;v) 7/n /•? yfxf^ 
[0 3 0 3] 
Ut6 3] 




M (CDC13) S : 0.94(6H, t, J-7.2Hz) 1.230H t, J-7.2Hz J-^-™^ 

i ofiffiH ,1 2 57(2H t J=7.6Hz), 2.89(2H, t, J-7.6Hz), 4.12C2H, q, J-7.2HZ), 

'4 21-SdH. mi 5 06(2H, s), 6.62-6.70(4H, »). 7. 05-7. 12(2H, «), 7.18(1H, s), 

7.33-7.38(lH, m), 7.42C1H, t, J-7. 5Hz) . 

nt« 2 ? 5 L(4- 1[2' , 6 , wf w-fl-^e^ h * -» w^-m *] * > 

[0 3 0 6] 
[4b 6 4 ] 



H,C 




OH 



llln r 1 (a irr fi« ^^^;v-4'-(l-7 p nti°;V7 , h^v') tT7*-^- 

^HNMRCCDCh) 5 1 0.94(6H, t. J=7.3Hz), 1. 33-1. 76(8H m ) 1-97(6H . s ) 2. 64 2H 
, t. J= 7.6Hz). 2.9K2H. t. J=7.6Hz), 4.21-4.29 1H, . . 5.06 21 .). 6.63£.71(4H 
, m), 7.06-7.13(2H, m), 7.18(1H. s), 7. 33-7. 38 (1H. m), 7.42(1H, t, J=7.4Hz). 
[0 3 0 8] 

3-[4-[[2\6'-v^^-4 '-(7- h 7^ bn-2H-(i7 ✓ z -i^^-r^y 

' " ffi|E#2 005-3006399 



mm 2003-431629 



49/ 



[0 3 0 9] 
lit 6 5 ] 




q (4 tFD^'>7x-;v)yn;r/^f;K3.28g, 18.2 mmolK [2',6'-v^^ 
..(' f \ 9 KKn -2H- fcf 9 > -2-4 A, * * *✓) * 7 * - *-3->f *] ;* * 7 - * (5. 15 g. 16 5 
■ool) ^^'J7x^7^ (5.63 g, 21.5 -ol) ^^0*7^*2 

^-97*- (^^^^/Sm^^^lO/l-^^^^m^-f-^S/l) Ct«SU Stfe 
(2.92 g, JR* 37%) %#^ 0 , 
: H NMR (CDCh) 9: 1.57-1.78(3H, m) . 1.82-1.90(2H Jj), - 98 ( 6H .). 2. 02< M, 
9 RQf?H t T-7 8Hz) 2 89 (2H, t, J=7.8Hz), 3.62(1H, m) . 3.66(3H, s) , 3.97UH, 
m ) 5 08(2H, s)! 5 45(1H t, jls.OHz), 6.81(2H, .). 6.89(2H, d, J=8.4Hz), 7.05-7 
.14(3H, m), 7.18C1H, s). 7. 34-7. 47 (2H, m) . 
[0 3 11] 

[0 3 12] 
Mb 6 6 ] 



HO 




•CH, 



3 I r°4 3 rr 1 2 3 6'-v^^^-4'-(T- b 9 t Kn-2H-e? '/-M A'^V) l?7x=^M 
^•(0.12 g. 0.62 -ol>a^^-M60 

^I^^i^^ (2-12 * W 88%) 

^Sf(CDCla) »: 1.96(6* s), 2.59(2H, t. J=7 .8Hz) 2.89(21 t J=7.8H Z j > 3 66 
(3H. s), 4.63(1H, a). 5.08(2H, s), 6.59(2H, s), 6.89(2H, d, J=8.7Hz), 7. 05-7. 13 ( 
3H f 'm),'7.17(lH, s) , 7. 35-7. 45 (2H, m) . 
[0 3 14] 

f^W-t f^>-2',6--^f^*7x^V-M;v)^ f^>]7xx;.]7n;r /i 

[0 3 15] 
Mb 6 7] 



H 3 C ^0 




ffifiE# 2005-3006399 



mm 2003-431629 



s<—v : 50/ 



3 [° 4 _ 3 [ (4» 6 -l K * * 5/-2' ,6'^^f^tf7x- /1/-3-4 > h * V] 7 _ ;V] •/ n /•? 

(0.20 g, 0.51 mmol), (0.041 mL, 1.02 mmol) * ^ 7 * 

-***7<f> (0.18 g, 0.67 mmol) Of b9U V (4.0 «L) °J2£f 

/W-^^^=10/l-^ d r-9->/M«^^^= 3 / 1 ) kTftftU Stfe**** (0.13 g, W6 



ML, tefe|§ H B H <Z3^^% (0.12 g, W 89%) fcfcfco 
MS(APCI-): 389 (M-H). 
[0 3 17] 

(V- KKnt ->-2' . 6' - V* * ^7 - - >W-3->f *) * h * ">] 7 - - *] :t°u ,< > 

m 

[0 3 18] 
[4k 6 8 ] 



HO 




OH 



[03 1 9 ] 

3_r4_[(4'-t: ,6'-v^ f J^'7x- ;V-3- 

(0.18 g, 0.46 mmol)<^*/-M2 mL)^x F9 H ^^(4^) ft* 

^ (0.13 g, 74%) £#fco 

MS(APCI-): 375 (M-H). 
[0 3 2 0] 

[0 3 2 1] 
U\l 6 9 1 




o 



3 ![4.[(3-7n^>y;V)t^y]7x^;v]7n;r/^f;v JO. 5 g, 1.43 mmol), 4 
.70n-2^f^7x^**n>f (0.30 g, 1.72 mmol), rf7^ ( > y "7 * _ * * 
/ } ^ 9 y^A(0) (0.083 g, 0.072 mmol), (0.46 g, 4.29 mmol 

f 7k L (5 mL) ^*y-;V (5 (25 mL) TA^^lMtTQ 

0 : CkTl6B#ri»#L7^o RtS**Jfr*Ptfc, ^ftfclM***-*^**!- TKXtfttffl 

tBSE# 2005-3006399 



m 2003-431629 



s<~y : 51/ 



?t>/lfiiw0;i~4/l) tTMU fcfett*<0M<fc*W (0-50 * W 88 



?i£TfcSci.) 2.22(3H, s), 2.60(2H, t. J-7 8Hz) 2 90(2H . t J-7. 8Hz) 3 66 
(3H, s), 5.08(2H, a). 6.9K2H, d. J=8.7Hz), 7. 08-7. 28(6H, m). 7.34(1H, br) , 7.38 

-7.46(2H, m). 
[0 3 2 3 ] 

*C4^CC4" 3 -^ nn-2' -> * ? - -*-3->f *) > * * v] 7 * - jw] 

[0 3 2 4] 
[it 7 0] 




MS(APCI-): 379 (M-H), 381. 
[0 3 2 6] 

[0 3 2 7] 
[it 7 1] 




^MR (CDCls) a: 2.23C3H, s), 2.60(2H, t, J=7. 8Hz) , 2 90(2H, t. J-7.8te). 3.66 
(fflTs) 5.08(2H, s), 6.86-7.00(4H, «), 7. 07-7. 28(4H, m), 7. 31-7. 46(3H, m) . 
[0 3 2 9] 

[0 3 3 0] 
[it 7 2] 




ffifE# 2005-3006399 



#IS 2003-431629 



^-v: 52/ 



] 7 ~;V] 7"n <b SflMfc** *#*=o J 3 * («81%) o 

MS(APCI-): 363 (M-H). 
[0 3 3 2 ] 

f f 4 W [ [ 3 4 * (2-* > * -> * V * -» -2' ■ 6' - f ** * * 1 - - « * * - >] 7 ^ " * 

[0 3 3 3 ] 
[ft7 3] 




ymUl (0.20 g. 0.51 «ol), J^**^,-* (0 099 mL 1. 02 mmo ^ 
^HJ7x^^7r/ (0.18 g, 0.67 mmol) *>^h ? * 7* > (4.0mL) A« 

r oW7yy^^'>t^^^ (40% h o.somL) **TU as-. 

IJM^K 1.9B(S„, s), ,59(2H, t H*.. - 

,° , t 7 ™-n 3 62(2H a J-6.9Hz), 3.66(3H, s , 3.80(2H, t, J=5.1Hz), 4.14( 

»t!w MS 5 <£*£*). 6.68(2H, s), 6.89(2H, d, J-8.4H Z ), 7.04-7. MOH. . 

), 7.17UH, s), 7. 35-7. 45 (2H, m) . 
[0 3 3 5 ] 

[0 3 3 6 ] 
[it 7 4 ] 




;V1 4n jit (0. 12 g. 0. 26 mmol) * * * ^ - * (2 «Q R^f b 9 t F c « 7 7 ✓ (4 

^o«#*^fc**u muLwtw-r, im^7xm4^> i ^^7Kv«(o.52 ^mnx 

^g B ^U #4fe«B*©««ft#« (0-087 g. W 75%) **fco 
MS(APCI-): 447 (M-H). 
[0 3 3 8] 

iTtUM- > ** * -»-2' . 6- -V x ^-3-^f *] ^ * V] 7 x =*] f 

ttifE# 2005-3006399 



# m 2003-431629 



s<-i? : 53/ 



[0 3 3 9 ] 
Ht7 5] 

CH 




(3H s) 5.07(2H, a). 5.08(2H, s), 6.75(2H, s) , 6.89(2H, d, J=8.7Hz), 7.05-7. 13 ( 
3H, m), 7.18(1H, s), 7. 30-7. 49(7H, m) . 
[0 3 4 1 ] 

MM [4' - (^>v>^v)-2',6'-v^^-7x^V-3-^^>^>]7x^V]^ 

[0 3 4 2] 
[it 7 6 ] 



OH 



J-teint 7 Vision T 3_r4-[[4'-(^>'v^^^'»-2',6'-^^^ ;l/lf7jc - ;V '- 3 - 

MS(APCI-): 465 (M-H). 
[0 3 4 4] 

[0 3 4 5] 





CH, 



fr^WE®** «>, 0.80-0.69(2„, »), 1.27UH «) !.«<<*.). 
2 M t -7 81b), 2.89(2H, t, J-7.8Hz), 3.66(3H, s), 3.8K2H, d, J-6.9fte) 
5 08(21 s)! 6.66(2h! s), 6.89(2H, d. J-8.7Hz>, 7.05-7. 13(3H, «>. 7.18(1H, s), 7 

.35-7. 45 (2H, m) . ■ 

10 3 4 7]' 

2005-3006399 



#11 2003-431629 



: 54/ 



[0 3 4 8] 
[ft 7 8 ] 





JRS)S 76%) o 
MS(APCI-): 429 (M-H). 
[0 3 5 0] 

7^-;v]7 p n/-?>^^;v 
[0 3 5 1 ] 
[ft 7 9 ] 

o 

»3 !U»i:LT, 3-[4-[(4'-*Kn*i-2\6'-v^^^ 
^#/;„ 38%)o 

X H NMR (CDCh) a: 1.98C6H. s), 2.35(6H, s) . 2.59(2H, t. J=7^Hz) 2 75 2H t. J 
-5 7Hz) 2 89(2H, t, J-7. 8Hz) . 3.66(3H, s), 4.09C2H, t. J=5.7Hz), 5.08(2H s). 6 
68(2H,' b) 6.89(2H, d, J=8.7Hz), 7. 05-7. 13(3H, m) . 7.18(111 s), 7. 35-7. 45(2H, m 

)• 

[0 3 5 3 ] 

7 jl =. ;v] yn;-i>§ h ij 7 ;v * nf^i! 
[0 3 5 4] 
[ft 8 0 ] 




imml 7i*U, 3 -[4-[[4'-[2-(v^^;VT^)^h^v]-2\6'-v^-;v 
MS(APCI-) : 446(M-H, 7 V Hfcfc Lt). 

ffifiE# 2005-3006399 



#® 2003-431629 



^-v! 55/ 



[0 3 5 6] 
[ 0 3 5 7] 

Uts i] 




* t i ;v- 3* *) x * y - ;v i »> *IMt#tt * L fc o tt* 83% 0 

MS m/z 375 (MH + ). 
[0 3 5 9] 

f- H^C ( 4 2 5 , 4' - v > f - ;v if 7 x - ;v-3--f ;v)^3py]7x^;u|7-n,r/S 
[0 3 6 0] 
8 2 ] 




^HNMR (CDCla) 5: 2.22(3H,s), 2.36(3H,s), 2. 65(2H, t, J-7. 6H Z ) , 2. 91 (2H, t, J-7. 6Hz 
), 5.08(2H,s). 6.91(2H,d,J=8.4Hz), 7. 00-7. 46(9H, m) . 
[0 3 6 2] 

[0 3 6 3] 
[ft8 3] 



H,C 




n5?!v^^;w3-^;v)y *y-*J:**fi<fr»***L*:- JR*7i*o 
i H W (CDCh) a: 1.98C6H.8). 2.32(3H,s). 2. 59(2H, t ;,J=7 .6Hz) 2 89(2H t. J-7. 6Hz 
) 3^6(3H,s), 5.08C2H.8). 6. 88(2H, d, J=8. 8Hz) , 6.93(2H,s), 7. 05-7. 48(6H, m) . 
[0 3 6 5] 

*H^[( 4 2' 7 ,4'.6' -f^f;vH-7x^V-3-^v)^ f^y]7x^l7o;r^ 
[0 3 6 6] 



ffi!E# 2005-3006399 



#SS 2003-431629 



^-v: 56/ 



Ut 8 4 ] 




j««5kn*K:L-C, 3-|4-[(2',4',6» -f^f^7x^*)^*v]7 

» H li (CDCla) 1.98(6H,s), 2.32(3H,s), 2. 64(2H, t. J=7 4Hz) 2.90(2H,t, J=7.4Hz 

) 5.08(2H,s), 6.89(2H,d,J=8.8Hz), 6.93(2H,s), 7. 04-7. 48(6H, m) . 
[0 3 6 8] 

[0 3 6 9 ] 
Hb 8 5 ] 

MeO 



CH, 



^'^(CDCls) B 2.10(3H,s), 2.36(3H,s) Z^^- 7 :^'^^^^ 
) 3 66(3H,s), 3.77(3H,s), 4.98(2H,s), 6. 90(2H, d, J=8. 8Hz) 6 .95(1H. d, J-8. 4Hz) , 7 
.00-7.17(5H,m), 7. 20(1H, d, J-2. 2Hz) . 7. 39 (1H, dd, J=2. 2 & 8. 4Hz) . 
[0 3 7 1 ] 

fT((6-^^v-2' ,4' .^f,^x^-M;^Rv)7x^)^;r /t 
[0 3 7 2 ] 

[ft 8 6] 

MeO, 





fcPUIKU, 3-(4-((6-^ h^v-2' ,4' -^^f^^*^ h 

^HNMR (CD"C13) *: 2.10(3H,s), 2.36(3*.). 2 65(2^ J=7 6Hz) 2 91C2H .t J=7 ffl. 
), 3.77(3H,s), 4.99(2H,s), 6. 84-7. 18(8H,m) , 7. 20(1H, d, J=2. 2Hz) , 7. 39 (1H, dd, b 

& 8.4Hz). 
[0 3 7 4] 

f_f 2 ^ 5 An-4-[(2',4',6' -h^f;VH7x^-3-^)^^]7x,;V|^ 
[0 3 7 5] 

tBSE# 2005-3006399 



#M 2003-431629 



^-v : 57/ 



Mfc 8 7 ] 




»m tWlt, 3-(2-7;V*n-4-H ^t^7,^ 

MS m/z 421 (MH + ). 
[0 3 7 7] 

3*f 2 ^7 5 ;vVn-4-[(2' ( 4',6' V^^-7x^V-M;V)^ h *^»\ 

[0 3 7 8] 
[4b 8 8 ] 

CH, 

,0. ^ 




APCI(-) 391 (M-H). 

[0380] > 

onrs-K q o jo -7 iV7hn-4-r(2' -(4-'7;V^-n 7 x S * *s * f-^)-4* ,6'-v 

p{ > if. */] -7 a. - ;W 7*n;^ >gfe^^ ^ (SElfcW 5 3 ) 
[0 3 8 1 ] 
[ft 8 9] 




o 

OEt 




93%o 

MS m/z 531 (MH + ) . 
5 41^5 5 

ffif»2 005-3006399 



iff® 2003-431629 



^-v: 58/ 



\ 19 7;v*n-4-r(2' -(4-7^tn7x^y^f ^)-4',6 -y^^^x-JW- 

W * : 2.03(3H,s), 2.38(3H,s) 2 63(2^^ 
z ), 4.59(ZH,s). 5.00C2H.8). 6. 57-7. 18 (9H, m) . 7.23(2H,br s) . 7. 30-7. 44 (2H, m) . 
[0 3 8 3] 



ac 




} \2 %V* n-4-[(4' -(4-7^n7x^^^)-2 1 ,6'-^^^- *-3- 
^£?J£]Vx"*l^ 14%- 
4nMR (CDCh) * : 2.02C6H.8). 2. 05-3. 00(4H, m) . 4.97 2H,s), 5.07(2H,s), 6.62-6. 
72(2H,m), 6.90-7.14(7H,m), 7.16(2H.s). 7. 36-7. 50(2H,m) . 
[0 3 8 5] 



m 9 1] 

CH 



OH 




[0 3 8 6] 

1 ) 1 OffrfrW d t t** 

2) f»^D-X J " * 

3) ¥LK 1 ? Z 

4) 7f7'J>t^ny7A ^ mg 

gf 6 0 mg 

±151) 2) . 3) *S*tf4) fcfi^tt, ^9^>*^-fe^^*^"*o 

»J^!I2 (ife«|0»3ft) . n ff . 

i ) 1 <EKfc£^ J U g 

ffiliE#2 005-3006399 



#112 0 0 3 -4 3 1 6 2 9 "«-S> : 59/ 

2 ) « !j ° g 

3 ) ^HD3Vf^> J ° g 

4) f jv-fe;vn-^*JVv^ A 44 g 

5) ^f7'J>^^^v^ A , J; g 

1 0 0 0 §e ft 1 4 0 g 

h-pn 2) 33*^3) «Mt3 0g©4) fc^7X"e^L, 
*rf £©ltt*i:i4g04) **tMg«>5) *«*U *T*«K J: <9 *T*f* o - 
S±WUT, l«ftfc5«fc«l«)ft^*3 0mgmti«aJlO 0 0«*W*o 

[0 3 8 7] 

EC 5 o i« ( :liUS*GPR4 0 ^IL/:CHO»Pffl^:o *K 
ia«^tev^l«5 Ztih<DCHOmMWte l 0%«»7f (Invitrogen) £ a 
tr « -MEM** (Invitrogen) L/c 0 

T^iiuBC, ««3>7^V>lc« : *4T?JN6LfclBtt*. PBS (I nv i t 
r o g e n) tfflv^V Lfcfc, 0. 0 5 % T r y p s i n • EPTAjSUnv 
i t r o g e n)tfflv>ta#L, M»^i^Lfc 0 #**fc«©***ftU 
MimL^H x 1 0 5 «<&iWtt**#**«.**$fc*ttU B 1 a c k we 1 1 e 
d 9 6-wel 1 plate (coster) U^Hl00,Lfo« 
C0 2 WCt-»^o ^^OTL/:CHO«i: > 7 * * * 

i ce) *Jflv*T»feLfco FLIPRi:«*^^^fl^fctS^ 

If, lWMFluo3-AM (DO J IN) ^ 

S S (Invitrogen, 1 0 0 OmL) C1M HEPES (pH 7. 4, (D 
OJ IN, 2 OmL) (J^T, HBSS/HEPES»«) ]= ; 

F (S i gma, 7 1 Omg i HN NaOH (5mL) |C#M. SfckHBSS/ 
HEPES** (5mL) *ill*."C»*L;fc** (lOmL) «*?^^f 
iJ;t,7r-i:U.*KFluo3-AM (5 0^g) SrDMSO (W a k o , 2 1 
« L) fc»»U §P»i:W2 0%7 !, ;vn>m (Molecular Probes; 

«M (105,L) «L/:7,^^,7T- (10. 6mL 
) fcjn*.. »«^it^o 7 7^fHi:Bl ac k w el led 9 6 
well p 1 a teC^4^/:CH0lWi«^ «*> C«*fe3»»«* J 

well d 1 a t e (^ > -ffr^V- h ) K 2 ;* lf^> ~ 2 0 C L 
? iiL/4^^V-M'0. 015%CHAPS (DOJIN) X5T^ 
7 7 7 ' — ^ 1 9 8 1 fo»U h kW^FL I PRC* * > jjLh 

onrw**Lfcife, fl i pRicT««i«^>^*5;2?52*ri? ?? 

[0 3 8 8] 
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